IN THE CLAIMS 



/. Amendments to Pending Claims 
Please substitute pending claims 1, 60-61, 64, 104, 1 15-1 16, and 1 19 with the 
corresponding amended claims, as shown below. 




^ 1 . (Amended) A method of transdermally delivering testosterone to a^ale subject in 

need thereof, comprisin g: Ad ministering to the subject a pharmacologically effective amount of 

.a composition to a selected area of skin of the subject, wherein the compj^sition is a 

Hydroalcoholic gel LicT Free of a glycol or a glycerolAand comprises : 
/ t o ^ 

a) about 0 . 1 % to about 1 0% testosterone; 



b) about 30 % to about 98 % alcohol select e d ^m the group consisting of ethanol, 

and isopropanol; 
about 0.1 % to about 5 % isopropyl iMTistate; 

d) about 1 % to about 5 % sodium h)ylroxide; and 

e) about 0.1 % to about 5 % g e lling ag e nt; and 

wherein th e p e rcentages are weight to weight of the composition, at least one penetration 
enhancer, at least one alcohol and at leasr one gelling agent, wherein the testosterone is absorbed 
into the bloodstream of the subject at ^ate and duration that maintains a circulating serum 
concentration of th e testosterone greater than about ^00 ng testost e ron e per dl serum during a 
tim e period beginning about 2 hoiys after administration and e nding about 2^ hours after 
administration such that the metgod results in at least one of the following: 

(a) a serum testosyrone Cavy, of about 223 to about 797 ng/dL on the first day of 
administration to the subiec 



fb) a serum testosterone Cm^x of about 288 to about 1 178 ng/dL^ the first day of 
administration to the subject; 

(c) a serum testosterone Cm i n of about 92 to about j/9 ng/dL on the first day of 

administration to the subject; 

(d) a serum testosterone C gy g of about oOyio about 1086 ng/dL by the thirtieth 
consecutive day of administration to the subject; 

(e) a serum testosterone Cmav of apout 410 to about 1682 ng/dL by the thirtieth 
consecutive day of administration to the sufeject; 

(f) a serum testosterone CmL of about 212 to about 738 ng/dL by the thirtieth 
consecutive day of administration to/me subject; or 

(g) a serum testosterone net of about 240 to about 476 (nmol*h/L) by the 
thirtieth consecutive day of administration to the subject. 



60. (Amended) The metho(la^^^aim 1 , wherein the composition penetration enhancer 
comprises about 0.25 % to about 2^^^^is©propyl myristate. 

6 1 . (Amended) The method of claim 1 , wherein the composition penetration 
enhancer comprises about 0.5 % isopropyl m^state. 




64. (Amended) The mel^q^ofclaiijul , wherein the composition fiirther comprises 
about 40 % to about 90 % alcohol: 
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557 (Amended) A method of transdermally delivering testosterjKie to a male subject in 
/ need thereof, comprising: 

(a) preparing a hvdroalcoholic gel composition whicj/comprises 
4^ about 0.1 % to about 10 % testosteron^ 

3) about 30 % to about 98 % alcohol selectjm from the group consisting of e thanol, 

and isopropanol; 

3) about 0.1 % to about 5 Sj/isopropyl m>Tistate; 

4) about 1 % to about y % sodium hydroxide; and 

about 0.1 % to aBout 5 % gelling agent: . at least one penetration enhancer, 

at least one alcohol, and at least one gelling agent, and 

(b) applying the composition to a selected area of skin of the subject in an amount 
effective to treat hypogonadism /n the subjectf 

wherein the percentafiges are weight to weight of the composition , and wherein the 
composition does not comprise a glycol or a glycerol . 




115. (Amended) The method of claim 1 04, wherein the composition penetration 
enhancer comprises about 0.25% to about 2.5 % isopropyl myristate. 

1 1 6. (Amended) The method of claim 1 04, wherein the composition penetration 
enhancer comprises about 0.5% isopropyl myristate. 




z: 
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119. (Amended) The 
about 40% to about 90% alcig<M)l 




of claim 1 04, wherein the composition further comprises 



U 



New Claims 



Please add claims 1 52 to 1 65 as follows. 



152. (New) A pharmaceutical composition in the fcrnn of a hydroalcoholic gel, 
comprising: testosterone, at least one penetration enhancer/and at least one alcohol; wherein 
upon once daily administration of the composition to a sefected area of skin of a subject, the 
testosterone is absorbed into the bloodstream of the sut/ect at a rate and duration such that the 
administration results in at least one of the following^ 

(a) a serum testosterone Cavg of aboutyS04 to about 1086 ng/dL by the thirtieth 
consecutive day of administration to the subject; 

(b) a serum testosterone Cmax o/about 410 to about 1682 ng/dL by the thirtieth 
consecutive day of administration to the^ubject; 

(c) a serum testosterone Umin of about 212 to about 738 ng/dL on the thirtieth 
consecutive day of administration /o the subject; or 

(d) a serum testosterone net AUC(o.24) of about 240 to about 476 (nmol*h/L) by the 
thirtieth consecutive day of ajwninistration to the subject. 

1 53. (New) A pharmaceutical compositiodiiHKe form of a hydroalcoholic gel, 
comprising: testosterone, at least one penetrap^n enJjaiTeer^ at least one alcohol, and at least one 
gelling agent; wherein upon once daily admpistration of the composition to a selected area of 
skin of a subject, the composition is cap^Je of providiilf^a serum testosterone net AUC(o.24) of 
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about 240 to about 476 (nmol*h/L) by the thirtieth consecutiv^day of administration to the 
subject. 

154. (New) A pharmaceutical composition in the form of a hydroalcoholic gel, 
comprising: testosterone, at least one penetration enhancjfr, at least one alcohol, and at least one 
gelling agent; 

wherein the penetration enhancer comprises functional derivative of a fatty acid, and 
wherein the composition does not comprisora glycol or a glycerol. 

1 55. (New) A pharmaceutical composition in the form of a hydroalcoholic gel, 
comprising: testosterone, at least one penetrajfion^pfeancer, at least one alcohol, and at least one 
gelling agent; 

wherein the penetration enhancer /s selected^&t5m the group consisting of isostearic acid. 



octanoic acid, lauryl alcohol, ethyl 
diisopropyl adipate, glyceryl mom 



olea)fe^>s6propyl myristate, butyl stearate, methyl laurate, 
Jai^ate, tetrahy^j:efi5nuryl alcohol, polyethylene glycol ether, 
polyethylene glycol, propylene glycol, 2-(2-ethoxyethoxy) ethanol, diethylene glycol 
monomethyl ether, alkylaryl ethers of polyethylene oxide, polyethylene oxide monomethyl 
ethers, polyethylene oxide dimemyl ethers, dimethyl sulfoxide, glycerol, ethyl acetate, 
acetoacetic ester, N-alkylpyrro/idone, terpene, and combinations of any of the foregoing. 

156. (New) A phaimaceutical composition in the form of a hydroalcoholic gel. 



comprising: testosterone, at 
gelling agent; 



least one penetration enhancer, at least one alcohol, and at least one 
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wherein the penetration enhancer is selected such that when the composition is applied to 
skin of a subject, the testosterone is absorbed into the bloodstream of the subject at a rate and 
duration that maintains a circulating serum concentration of me testosterone greater than about 
400 ng testosterone per dl serum during a time period beginning about 2 hours after 
administration and ending about 24 hours after administration; and 

wherein the composition does not comprise a glycol or a glycerol. 

157. (New) A pharmaceutical composition comprising: testosterone, at least one 
penetration enhancer, at least one alcohol, and at least one gelling agent; 

wherein the penetration enhancer is seltcte^.'SCi^that when the composition is applied to 
skin of a subject, the testosterone is absofbea into the bloodstream of the subject at a rate and 
duration that maintains a circulating semny^concentration^f the testosterone greater than about 
400 ng testosterone per dl serum during I tiip^eriod beginning about 2 hours after 
administration and ending about 24 i/mvs after administration; and 

wherein the method results in a steady-state testosterone 24-hour pharmacokinetics 
profile in the subject, wherein theyprofile exhibits a first testosterone serum concentration upon 
administration of the composition and exhibits a second testosterone serum concentration having 
a small increase at about two Mours after application compared to the first testosterone serum 
concentration, followed by a'decrease to a third testosterone serum concentration that remains 
relatively constant for the remainder of the day; and 

wherein the composition does not comprise a glycol or a glycerol. 
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158. (New) A pharmaceutical composition in the form o&a hydroalcoholic gel, 
comprising: testosterone, at least one penetration enhancer, at leaKt one alcohol, and at least one 
gelling agent; / 

wherein the penetration enhancer is selected from the group consisting of isostearic acid, 
octanoic acid, lauryl alcohol, ethyl oleate, isopropyl myrystate, butyl stearate, methyl laurate, 
diisopropyl adipate, glyceryl monolaurate, tetrahydrofyrfuryl alcohol, polyethylene glycol ether, 
polyethylene glycol, propylene glycol, 2-(2-ethoxyet(noxy) ethanol, diethylene glycol 
monomethyl ether, alkylaryl ethers of polyethylenie oxide, polyethylene oxide monomethyl 
ethers, polyethylene oxide dimethyl ethers, dimethyl sulfoxide, glycerol, ethyl acetate, 
acetoacetic ester, N-alkylpyrrolidone, tej^efle/ and combinations of any of the foregoing; and 

wherein upon once daily adrmnistr/tion of thecpmptSsition to a selected area of skin of a 
subject, the composition is capable 6f pcoj^iding a serum testosterone net AUC(o-24) of about 240 
to about 476 (nmol*h/L) by the tljipiefti consecutive day of administration to the subject. 

159. (New) A method opf^is3^rmd\ly delivering testosterone to a male subject in 
need thereof, comprising: Administering to the subject a pharmacologically effective amount of 
a composition to a selected arci of skin of the subject, wherein the composition is a 
hydroalcoholic gel and free di a glycol or a glycerol, and comprises testosterone, at least one 
penetration enhancer, at lept one alcohol, and at least one gelling agent, wherein the testosterone 
is absorbed into the blooastream of the subject at a rate and duration such that the method results 
in a serum testosterone Cavg of about 223 to about 797 ng/dL on the first day of administration to 
the subject. / 
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160. (New) A method of transdermally delivering tes/losterone to a male subject in 
need thereof, comprising: Administering to the subject a pharmacologically effective amount of 
a composition to a selected area of skin of the subject, whe/ein the composition is a 
hydroalcoholic gel and free of a glycol or a glycerol, andicomprises testosterone, at least one 
penetration enhancer, at least one alcohol, and at least 6ne gelling agent, wherein the testosterone 
is absorbed into the bloodstream of the subject at a rare and duration such that the method results 
in a serum testosterone Cmax of about 288 to about ^78 ng/dL on the first day of admmistration 
to the subject. / 

161. (New) A method of transdennally delivering testosterone to a male subject in 
need thereof, comprising: Administeriijg^the subject a pharmacologically effective amount of 
a composition to a selected area of pcin or the subject, wherein the composition is a 
hydroalcoholic gel and free of a glvcol^p'^lycerol, and comprises testosterone, at least one 
penetration enhancer, at least onep^ohol, and^ least one gelling agent, wherein the testosterone 
is absorbed into the bloodstream Oiffiesubject at a rate and duration such that the method results 
in a serum testosterone Cmin of atoout 92 to about 419 ng/dL on the first day of administration to 
the subject. / 

1 62. (New) A npthod of transdermally delivering testosterone to a male subject in 
need thereof, comprising? Administering to the subject a pharmacologically effective amount of 
a composition to a selected area of skin of the subject, wherein the composition is a 
hydroalcoholic gel ana free of a glycol or a glycerol, and comprises testosterone, at least one 
penetration enhancer, at least one alcohol, and at least one gelling agent, wherein the testosterone 
is absorbed into the bloodstream of the subject at a rate and duration such that the method results 
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in a serum testosterone Cavg of about 304 to about 1086 ng/dlySy the thirtieth consecutive day of 
administration to the subject. / 

163. (New) A method of transdermally dehve/ing testosterone to a male subject in 
need thereof, comprising: Administering to the subjec/a pharmacologically effective amount of 
a composition to a selected area of skin of the subjec/ wherein the composition is a 
hydroalcoholic gel and free of a glycol or a glycerol, and comprises testosterone, at least one 
penetration enhancer, at least one alcohol, and at /east one gelling agent, wherein the testosterone 
is absorbed into the bloodstream of the subject at a rate and duration such that the method results 
in a serum testosterone Cmax of about 410 to apout 1682 ng/dL by the thirtieth consecutive day of 
administration to the subject. / 

1 64. (New) A method of transaermally delivering testosterone to a male subject in 
need thereof, comprising: Administeridg^ the subject a pharmacologically effective amount of 
a composition to a selected area ouskin of thg^s^ject, wherein the composition is a 
hydroalcoholic gel and free of a dyd^r a glycerol, and comprises testosterone, at least one 
penetration enhancer, at least onei^a^ojKfCand at least one gelling agent, wherein the testosterone 
is absorbed into the bloodstream df the subject at a rate and duration such that the method results 
in a serum testosterone Cmin of about 212 to about 738 ng/dL by the thirtieth consecutive day of 
administration to the subject. / 

165. (New) A mdfhod of transdermally delivering testosterone to a male subject in 
need thereof, comprising: Administering to the subject a pharmacologically effective amount of 
a composition to a selected area of skin of the subject, wherein the composition is a 
hydroalcoholic gel and free of a glycol or a glycerol, and comprises testosterone, at least one 
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penetration enhancer, at least one alcohol, and/at least one gelling agent, wherein the testosterone 
is absorbed into the bloodstream of the subiectat a rate and duration such that the method results 



in a serum testosterone net AUC(o-24' 
consecutive day of administration to 



the 



?cti 

^40 to about 476 (nmol*h/L) by the thirtieth 
Ibject. 
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CONCLUSION 



With entry of the above Supplemental Amendment, it is respectfully submitted that the 
pending claims are in condition for allowance. Applicants request an interview with the 
Examiner to discuss the pending claims. 

None of Applicants' amendments or cancellations are to be construed as dedicating any 
such subject matter to the public, and Applicants reserve all rights to pursue any such subject 
matter in this or a related patent application. The amendments are made solely to expedite 
prosecution. 

The Examiner is invited to call Applicant's undersigned attorney at (312) 701-8979 
for questions and to expedite prosecution. 



MAYER, BROWN, ROWE & MAW 
P.O. BOX 2828 

CHICAGO, ILLINOIS 60690-2828 
(312) 701-8979 
Dated: June 3, 2003 



Respectfully submitted, 




Reg. No. 38,956 
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